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WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 
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11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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DETAILED ACTION 
Status of the Application 

This Office Action is in response to applicant's arguments filed on 6/26/2006. 
Claim(s) 7-13 are pending and examined herein. Applicant's arguments have been fully 
considered but found not persuasive. The 103(a) rejection is maintained for reasons of 
record and repeated below for Applicant's convenience. 



Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 102 of this title, if the differences between the subject matter sought to 
be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

The factual inquiries set forth in Graham vs John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 7-13 are rejected under 35 U.S.C. 103(a) as being obvious over Deckers 
etal. (EP 0 613 687 A1) in view of Huebner et al. (US Patent 6,262,098 B1)and further 
in view of Sas et al. (EP 0 389 035 Al). 
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The instant claims are directed to a method of treating the estrogen-deficient 
related complaints in female patients that exhibit these complaints while the female 
patients are on treatment with a drug that prevents the synthesis of endogenous 
estrogen comprising administering to the female an effective amount of tibolone. 

Deckers et al. teach a method of treating breast cancer with tibolone without 
undesirable side effects associated with estrogen (pg. 2, lines 6-41). The daily dosage 
for tibolone is 0.003 to 3.0 mg per kg body weight, which for the average individual 
weighing 70 kg is 0.21 to 210 mg daily dosage (pg. 2, lines 51-53). 

However, Deckers et al. fail to disclose aromatase inhibitors and the estrogen- 
related complaints. 

Huebner et al. teach that aromatase inhibitors, such as exemestane, 
aminogluethimide, letrozole, and anastrozole (col. 34, lines 24-45) can be used for 
treating estrogen receptor-mediated disorders including osteoporosis and breast cancer 
(col. 13, lines 38-50). 

Sas et al. teach that tibolone (pg. 2, lines 5-15) is useful for treating menopausal 
complaints (climacteric) and osteoporosis (bone loss) (pg. 2, lines 51-52). 

Therefore, it would have been prima facie obvious to a person of ordinary skill in 
the art, at the time the claimed invention was made, to combine the treatments of 
osteoporosis and breast cancer by administering tibolone during or after administration 
of aromatase inhibitors. 

A person of ordinary skill in the art would have been motivated to administering 
tibolone during or after administration of aromatase inhibitors for the treatment of 
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osteoporosis and breast cancer because (1) both are taught to treat estrogen-deficient 
disorders such as osteoporosis; (2) both are taught to treat breast cancer; and (3) 
tibolone has the added benefit of reducing undesirable side effects, such as 
menopausal complaints, in treating estrogen-deficient disorders. A person of ordinary 
skill In the art would have been motivated to treat estrogen-deficient complaints in 
females with tibolone during or after administration of aromatase inhibitors because of 
the reasonable expectancy of successfully treating the disorder without the common 
side effects associated with estrogen-deficiency. 

"It is prima facie obvious to combine two compositions each of which is taught by 
the prior art to be useful for the same purpose, in order to form a third composition to be 
used for the very same purpose.... The idea of combining them flows logically from their 
having been individually taught in the prior art." In re Kerkhoven, 626 F.2d 846, 850, 205 
USPQ 1069, 1072 (CCPA 1980). 



Response to Arguments 

Applicant argues that Deckers and Heubner et al. does not disclose using 
tibolone to treat estrogen-deficient complaints in females being treated with a drug that 
prevents the synthesis of endogenous estrogen. Applicant also argues that there is no 
suggestion in Sas et al. to use tibolone with an aromatase inhibitor. 

In response to applicant's arguments against the references, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
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the combination of references. See In re Keller, 642 F. 2d 413, 208 USPQ 871 (CCPA 
1981); In re Merck & Co,, 800 F. 2d 1091, 231 USPQ 375 (Fed. Cir. 1986). 

Applicant argues impermissible hindsight that one sl<illed in the art would not 
consider that both aromatase inhibitors and tibolone could be used for the same 
purpose, i.e. to treat osteoporosis. Applicants also argue that one skilled in the art 
would not be motivated to select aromatase inhibitors out of a laundry list of 
compounds. This is not persuasive because Huebner et al. clearly teach that 
aromatase inhibitors can be used for osteoporosis and Sas et al. clearly teach that 
tibolone can be used to treat osteoporosis. A person of ordinary skill in the art would 
have been motivated to treat estrogen-deficient complaints in females with tibolone 
during or after administration of aromatase inhibitors because of the reasonable 
expectancy of successfully treating the disorder without the common side effects 
associated with estrogen-deficiency. 

In response to applicant's argument that the examiner's conclusion of 
obviousness is based upon improper hindsight reasoning, it must be recognized that 
any judgment on obviousness is in a sense necessarily a reconstruction based upon 
hindsight reasoning. But so long as it takes into account only knowledge which was 
within the level of ordinary skill at the time the claimed invention was made, and does 
not include knowledge gleaned only from the applicant's disclosure, such a 
reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 170 USPQ 209 (CCPA 
1971). 
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Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of tlie extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Yong S. Chong whose telephone number is (571)-272- 
8513. The examiner can normally be reached on M-F, 9-6. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, SREENI PADMANABHAN can be reached on (571)-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
(571)-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more infomiation about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

YSC 
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